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A 37-year-old man presented with symptoms of intermittent claudication. Investigations revealed
atypical calf vessel disease but no obvious aetiology. Ten years later he re-presented with worsening
symptoms. CT angiography conﬁrmed the atypical pattern of lower limb arterial disease but also noted
calciﬁcation of the renal parenchyma, myocardium and scrotum. A diagnosis of pseudo-xanthoma
elasticum was conﬁrmed by skin biopsy. Pseudo-xanthoma elasticum is a rare condition that presents
infrequently to vascular surgeons. Early recognition should prompt aggressive risk factor management to
slow accelerated atherosclerosis. Clinicians should be aware of the clinical features of this condition to
allow early diagnosis.
 2012 European Society for Vascular Surgery. Published by Elsevier Ltd. All rights reserved.Case Report
A 37-year-old male presented to the vascular clinic with typical
symptoms of intermittent claudication. He had renal stones in the
past but no other medical problems. He had no risk factors for
cardiovascular disease and no known relevant family history. At
presentation he had an exercise tolerance of 100 m before devel-
oping bilateral calf pains. Clinical examination revealed normal
pulses in the right leg but absent pedal pulses on the left side. A
skin lesion on the patient’s neck was noted on initial examination
but the patient attributed this to a childhood scald. Ankle brachial
pressure index was normal on the right but reduced on the left side
to 0.75. There was a signiﬁcant drop of 25 mmHg (approximately
30%) in ankle pressure after exercise. Angiography of the left leg
revealed distal disease in the vessels of the calf and foot with
signiﬁcant calciﬁcation. Screening for diabetes was negative and
cardiac echo, thrombophilia and vasculitis screens and inﬂamma-
tory markers (ESR and CRP) were normal. The disease pattern and
calciﬁcation was atypical of atherosclerosis and attributed to a now
quiescent episode of vasculitis.
Symptoms progressed with increasing claudication and
numbness of both feet on exercise. Unfortunately, the patient
subsequently did not attend numerous appointments and was
lost to follow-up before re-presenting ten years later aged 47.
Exercise tolerance had continued to decrease and he hadGeneral Surgery, Nottingham
mpus, Nottingham NG7 2UH,
).
ciety for Vascular Surgery. Publishundergone coronary angiography for exertional chest pain. His
coronary arteries were abnormal, with small irregularities in the
LAD artery and an occluded AV circumﬂex artery. Drug therapy
now included simvastatin, aspirin and a calcium channel
blocker. Clinical ﬁndings were similar to his original presenta-
tion in 1998. He had also, at this stage, been referred to the
ophthalmology department by his optician and been found to
have retinal angioid streaks causing a reduction in his visual
acuity.
CT angiogram revealed atherosclerosis, predominantly in
medium and small peripheral vessels, with aortic sparing. In
particular multiple foci of ectopic calciﬁcation were noted in other
organs [Fig. 1] and pseudo-xanthoma elasticum was raised as
a differential diagnosis. A skin biopsy of the previously noted lesion
on his neck conﬁrmed the diagnosis [Fig. 2A].Discussion
Pseudo-xanthoma elasticum (PXE) is a rare, inherited, multi-
system disorder, with an estimated incidence of
1:25,000e100,000. It is inherited in an autosomal recessive fashion
and is caused by mutations in the ABCC6 gene on chromosome 16.1
ABCC6 is a transporter protein, expressed primarily in the kidneys
and liver. Loss-of-function mutations to this gene lead to the tissue
mineralization seen in PXE but the precise mechanism remains
obscure.2 Microscopically PXE lesions are characterised by the
fragmentation and calciﬁcation of elastic ﬁbres in the skin, Bruch’s
membrane of the eye and the tunica media of arteries.1 Patients
may show considerable phenotypic variation but develop cardio-
vascular, ocular and typical cutaneous lesions.2 Although thised by Elsevier Ltd. All rights reserved.
Figure 1. Peripheral CT angiogram image demonstrating testicular and scrotal calci-
ﬁcation (black arrows) and extensive calciﬁcation of both superﬁcial femoral arteries
(white arrows).
Figure 2. (A) A low power view of a skin biopsy, stained with haematoxylin and eosin,
taken from the neck lesion. Note that the epithelium is normal. The large mass of sub
epithelial collagen shows degenerative change (Scale bar 1000 mm). A high power view
of the abnormal collagen is shown in the upper left inset. The normal arrangement of
the collagen bundles has been lost and many are clearly fragmented (Scale bar
250 mm). (B) Photograph showing typical PXE skin lesion superior to right clavicle. The
patient, when questioned, had initially attributed this lesion to a childhood scald.
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attributed them to a scald he had received as a child [Fig. 2B].
Radiologically PXE produces ectopic micro-calciﬁcation
throughout the body. These have been described in the kidney3
and testicles.4 Calciﬁcation of the retina and arterial tree is
frequently seen and responsible for many of the clinical manifes-
tations. Arterial calciﬁcation is predominantly seen in medium to
small vessels, including the coronary arteries, with aortic sparing.5
In this case, the initial angiogram did show marked calciﬁcation of
the distal lower limb vessels. Post-mortem studies of PXE patients
have shown ultra-structural alterations and calciﬁcation in elastic
ﬁbres from virtually all tissues of the body.5 None of these features
seen in isolation are diagnostic of PXE but the presence of micro-
calciﬁcations in multiple sites within the same patient should
raise the possibility of a diagnosis of PXE. PXE may be found in the
Online Mendelian Inheritance in Man (OMIM) catalogue and has an
OMIM disease ID of 264800. More detailed information regarding
its clinical features and genetics may be found within the catalogue
(http://omim.org/entry/264800).
Current management of PXE is centred on risk factor control.
Patients should be encouraged to stop smoking; diabetes and
hypertension should be well controlled. An important consider-
ation is the use of antiplatelet agents and anti-coagulants; in the
absence of cardiovascular disease it is proposed that aspirin and
other anti-coagulants should be avoided due to the risk of mucosal
and retinal haemorrhages.5 The risk:beneﬁt ratio in the presence of
established cardiovascular complications is unknown and should
be discussed with the patient. Standards of follow-up for screening
and monitoring of complications of PXE do not currently exist but
genetic counselling should perhaps be considered. Vascular inter-
vention is often not needed as the relatively insidious onset of
atherosclerosis allows collateralisation to occur. If intervention
does become necessary, the arterial fragility associated with other
connective tissue disorders is not apparent in PXE and there is no
speciﬁc contra-indication to either bypass or angioplasty in this
patient population.5
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